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4.  Environmental Assessment of Claim of Categorical Exclusion:
argenx BV claimed a categorical exclusion from the requirement to prepare and submit an 
environmental assessment for this BLA in compliance with the categorical exclusion criteria 21 CFR 
Part 25.31(c).  argenx BV claims that it is not aware of any extraordinary circumstance that would 
require additional environmental assessment per 21 CFR 25.31. 
The claim of a categorical exclusion is accepted.
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Executive Summary:

I.  Recommendations:

A. Recommendation and Conclusion on Approvability:
The Office of Pharmaceutical Quality (OPQ), CDER recommends approval of STN 761195 for 
Vyvgart (efgartigimod alfa–fcab) manufactured by argenx BV. The data submitted in this 
application are adequate to support the conclusion that the manufacture of Vyvgart is well-
controlled and leads to a product that is pure and potent. It is recommended that this product 
be approved for human use under conditions specified in the package insert.

B. Approval Action Letter Language:

 Manufacturing location:

o Drug Substance (DS):

o Drug Product (DP):

 Fill size and dosage form
400 mg/20 mL single-dose vial  (20 mg/mL)

 Dating period:
o Drug Product: 36 months at 5 +3°C, protected from light
o Drug Substance: 
o Stability Option:

a.   We have approved the stability protocols in your license application for the 
purpose of extending the expiration dating period of your drug substance and 
drug product under 21 CFR 601.12

b.  Results of ongoing stability should be submitted throughout the dating period, as 
they become available, including the results of stability studies from the first 
three production lots. 

 Exempt from lot release:
o Yes: Vyvgart is exempted from lot release per FR 95-29960 and 21 CFR 610.2(b).

C. Benefit/Risk Considerations:
The assessment of manufacturing information provided in the application and in the cross-
referenced master files (MF) has concluded that the methodologies and processes used for drug 
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substance and drug product manufacturing, release and stability testing are robust and 
sufficiently controlled to result in a consistent and safe product. The manufacturing processes 
are robust for removal and control of adventitious agents. No approvability issues were 
identified from a sterility assurance or microbiology product quality perspective.
Manufacturing of the drug substance and drug product, and quality control testing will be 
performed as summarized in Summary of Quality Assessments of this document below. 

In lieu of on-site pre-licensing inspections (PLI) for the DS manufacturing facility,   
 and the release and stability testing facility  a review of requested 

manufacturing site records under Section 704(a)(4) was conducted by OPQ. 
A PLI waiver was granted for the DP manufacturing facility,  
based on its currently acceptable CGMP compliance status and recent relevant inspectional 
coverage. All facilities used for the manufacture and quality control testing are summarized in 
Sections E and F of this document.

The OBP DS and DP product quality, OPMA facility, microbiological DS and DP, as well as OBP 
labeling technical assessments are located as separate documents in Panorama.
 
Glycosylation of efgartigimod alpha is not controlled through testing and applicant states that 
glycosylation is not a CQA based on no impact to FcRn binding.  However, a molecule of 53kD 
is too large for renal clearance when intact (cutoff for renal clearance is <25kD) and therefore, 
barring other information, it should be assumed that efgartigimod alpha would clear by similar 
mechanisms as an intact IgG1 for which Fc glycosylation is known to impact PK, such as sialic 
acid levels and high mannose structures. Therefore, glycosylation should be considered a CQA.  
Efgartigimod product quality has shown consistency through its manufacturing history, and with 
manufacturing controls identified in the BLA glycosylation levels should not change in a manner 
that would impact PK.  For future manufacturing changes in the upstream process an analysis 
of glycoforms as part of comparability should be required.  

The immunogenicity assays are sufficiently sensitive to detect anti-drug antibodies (ADA) in 
presence of efgartigimod alpha at plasma concentrations, however this was not the case for the 
assay to detect neutralizing antibodies.  The immunogenicity assay review is located as 
separate document  in Panorama

D. Recommendation on Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, if approvable:  none 

 

II. Summary of Quality Assessments:

A. CQA Identification, Risk and Lifecycle Knowledge Management
Tables 1 and 2, below, summarize the critical quality attributes and their control strategy that are 
relevant specifically to the API and Drug Substance. For additional information, see the OBP drug 
substance quality technical assessment and the Drug Substance Microbiology technical assessment in 
Panorama.
Table 1 is a summary of product-related critical quality attributes (CQA), intrinsic to the molecule, that 
are relevant to the drug substance (DS), and drug product (DP). The table includes the identification of 
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Host Cell Proteins 
(HCP)

Safety 
(immunogenicity)

Production cell 
viability and viable 
cell density during 
upstream cell 
culture and harvest

Safety 
(Immunogenicity)

Safety Component of 
production 
bioreactor medium 
during production 
cell culture

Safety Component of 
nutrient feed during 
production cell 
culture

Safety Component of cell 
culture

Extractables/ 
Leachables

Safety, product 
purity and stability 
(safety and efficacy)

Raw materials, 
product-contacting 
equipment and 
materials including 
container closure 
system

Elemental Impurities Safety Trace level 
components of 
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Virus (Adventitious 
and endogenous)

Safety Raw material, cell 
banks. 
Contamination may 
be introduced 
during the DS 
manufacturing 
process. 

Mycoplasma Safety Raw materials, 
contamination may 
be introduced 
during the upstream 
manufacturing 
process

Endotoxin
(contaminant)

Safety Raw materials and  
manufacturing 
process

  

Bioburden Safety and purity Raw materials, 
contamination may 
be introduced 
during the DS 
manufacturing 
process

  

Color (Appearance) Stability Variability can be 
caused by purity of 
the protein, 
formulation 
excipients and 
protein 
concentration

 

Clarity/turbidity 
(Opalescence) 
(Appearance)

Safety and 
immunogenicity

Intrinsic to the 
molecule and 
protein purity,  
formulation 
components

Protein 
concentration

Efficacy Formulation  
 

Same protein 
concentration for DS 
and DP

pH Efficacy and stability Formulation 
components and 
manufacturing 
process

No change during 
stability study (6.6-
6.8)

Efficacy and safety 
(Product quality on 
Stability)

raw 
material quality, 
product purity, and 
manufacturing 
process

Osmolality Efficacy and safety 
derived through 
Product quality on 
Stability

Composition of the 
formulation

Reference ID: 4905825
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Appearance - 
Color of solution
(general)

Safety and Efficacy Formulation, 
contamination or 
degradation

Polysorbate 80
(general/critical 
excipient)

Safety and Efficacy  

Leachables 
(Process-related 
impurities)

Safety Manufacturing
equipment and CCS

 

pH (General) Efficacy and 
Stability

Formulation and 
interaction with 
container closure 
components

N/A

Identity
(general)

Safety and Efficacy Intrinsic to molecule

 Potency and Strength:   400mg efgartigimod alfa-fcab  solution in 20mL (20mg/mL) 
in a  single dose vial.

 Summary of Product Design: 
Efgartigimod alfa-fcab drug product is sterile, non-pyrogenic, and does not include the 
addition of an anti-microbial preservative, with the drug product  filled into 
20mL sterile glass vials that are sealed with a sterile stopper and aluminum seal.  
VYVGART (efgartigimod alfa-fcab) is designed to be diluted in 0.9% Sodium Chloride 
injection USP to make a total volume of 125mL for administered by IV infusion.  The 
amount of VYVGART to be diluted to the final 125mL is based on patient weight for a 
final dosage of 10mg/kg, with a maximum of 1200 mg per infusion, requiring use of 
multiple vials (up to 3) of VYVGART per administration.   
 

 List of Excipients:   Each mL of efgartigimod alpha-fcab contains the following 
excipients:  

o L-arginine hydrochloride - 31.6 mg  
o Polysorbate 80 -  0.2 mg  
o Sodium chloride -   5.8 mg/mL, 
o Sodium phosphate dibasic anhydrous  -   2.4 mg  
o Sodium phosphate monobasic monohydrate -   1.1 mg  
o Water for injection, USP  

 Reference Materials: the reference material used for release of efgartigimod alpha-
fcab drug product is the same as is used for drug substance.

 Manufacturing process summary: 

Reference ID: 4905825
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 report supportive of FDA assessment using a 
704(a)(4).  This review was conducted by the OBP reviewers of the BLA and by ORA.

D. Any Special Product Quality Labeling Recommendations:
 Store vials refrigerated at 2°C to 8°C in the original carton
 Do not freeze
 Do not shake
 Prior to administration, vials should be inspected for  appearance. Solution should be clear to 

slightly opalescent and colorless to slightly yellow and free of visible particles.  
 Vials are for single-dose only, discard unused portion of the vial.
 Dilution in infusion bag: 

o Diluted in 0.9% Sodium Chloride Injection USP.
o Diluted solution may be stored at 2°C to 8°C for up to 8 hours, or up to 4 hours at 

ambient temperature.
o Protect from light.
o administer using polyethylene (PE), polyvinyl chloride (PVC), ethylene vinyl acetate 

(EVA), or ethylene/polypropylene copolymer bags (polyolefins bags), and with PE, PVC, 
EVA, or polyurethane/polypropylene infusion lines.  

E. Establishment Information:

Overall Recommendation:  Approve
DRUG SUBSTANCE

Function Site Information DUNS/FEI 
Number

Preliminary 
Assessment

Inspectional 
Observations

Final 
Recommendation

 DS 
manufacturing  
and in-
process 
testing,

 DS release 
and stability 
testing 1

 Creation and 
storage of 
master and 
working cell 
banks

Inspection 
required.     .

704 (a) (4) 
assessment/inspection 

conducted with a 
conclusion of adequate.

Approval

DS release and 
stability testing1 

Inspection 
required.

704 (a) (4) 
assessment/inspection 

conducted with a 
conclusion of adequate

Approval

DS release and 
stability testing1 

Approve- based 
on profile

Not Applicable Approval

Mycoplasma 
and 
adventitious 
agents testing 
on the 

Approve- based 
on profile

Not Applicable Approval

Reference ID: 4905825
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unprocessed 
bulk 

 Storage of 
master and 
working cell 
banks 

No evaluation 
needed.

Not Applicable Approval

DRUG PRODUCT
Function Site Information DUNS/FEI 

Number
Preliminary 
Assessment

Inspectional 
Observations

Final 
Recommendation

DP manufacturing 
including primary 
packaging and 
visual inspection.  
QC testing.2

Approve based 
on district office 
recommendation, 
with facility 
inspection 
waived.

Not Applicable Approval

DP visual 
inspection and QC 
testing.2

Approve based 
on file review.

Not Applicable Approval

DP visual 
inspection and 
secondary 
packaging.  QC 
testing.2

Approve based 
on profile.

Not Applicable Approval

Visual inspection 
and CCIT for 
stability samples.

Approve based 
on profile.

Not Applicable Approval

DP Release and 
stability testing.

Inspection 
required as 
supported by 
alternative 
inspection tool.

704 (a) (4) 
assessment/inspection 

conducted with a 
conclusion of 

adequate.

Approval

DP release and 
stability testing.

Approve based 
on profile.

Not Applicable Approval

DP release and 
stability testing.

Inspection 
required as 
supported by 
alternative 
inspection tool.

704 (a) (4) 
assessment/inspection 

conducted with a 
conclusion of 

adequate.

Approval

Secondary 
packaging.

No evaluation 
necessary.  

Not Applicable Approval
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3.2.P.8.2 To continue ongoing DP stability 
studies until completion

For PPQ and other supporting lots 
on stability, through 60 months

Annual report

3.2.P.8.2 To place one selected DP batch 
per year of manufacture on 
stability at +5 ± 3°C

Confirmation stability study 
required by the regulations. To 
detect unanticipated changes.

Annual report

3.2.P.2.4.4.2.2 Leachables study on drug 
product (DP) container closure 
(CC).  

Applicant will provide DP 
Leachable study results for up to 
60 months.  

Annual report

iii. Outstanding assessment issues/residual risk: none  

iv. Future inspection points to consider: 
a. For future inspection at  – assess the 

activities when process exceeds the acceptable ranges/limits identified in 
section 3.2.S.2.2.  Rejection limits have not been defined, since edges of 
failure were not explored for CPPs during process characterization.  If the 
corresponding parameters (both CPPs and non-CPPs) are not within the 
acceptable range/limit, a deviation record is raised in the  quality 
system. However, it is not clear how these are addressed considering the 
lack of knowledge of what is the range of failure for CPPs. Note that for this 
BLA assessment of the facility was done through a 704(a) document 
review.  
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Quality Assessment Summary Tables

Table 1: Noteworthy Elements of the Application

# Checklist Yes No N/A
Product Type

1. Recombinant Product x
2. Naturally Derived Product x
3. Botanical x
4. Human Cell Substrate/source material x
5. Non-Human Primate Cell Substrate/Source Material x
6. Non-Primate Mammalian Cell Substrate/source material x
7. Non-Mammalian Cell Substrate/Source Material x
8. Transgenic Animal source x
9. Transgenic Plant source x
10. New Molecular Entity x
11. PEPFAR drug x
12. PET drug x
13. Sterile Drug Product x
14. Other         x

Regulatory Considerations
15. Citizen Petition and/or Controlled Correspondence Linked to 

the Application
x

16. Comparability Protocol(s) x
17. End of Phase II/Pre-BLA Agreements x
18. SPOTS (special products on-line tracking system) x
19. USAN assigned name x
20. Other: Breakthrough Therapy Designation, Priority Review, 

Accelerated Approval
        x

Quality Considerations
21. Drug Substance Overage x
22. Formulation x
23. Process x
24. Analytical Methods x
25.

Design Space

Other x
26. Other QbD Elements x
27. Real Time release testing (RTRT) x
28. Parametric release in lieu of Sterility testing x
29. Alternative Microbiological test methods x
30. Process Analytical Technology in Commercial Production x
31. Drug Product x
32. Excipients x
33.

Non-compendial analytical 
procedures Drug Substance x

34. Human or Animal Origin x
35. Excipients Novel x
36. Nanomaterials x
37. Genotoxic Impurities or Structural Alerts x
38. Continuous Manufacturing x
39. Use of Models for Release x
40. Other {fill-in} x
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